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DECLARATION OF STEVEN A. GOLDMAN UNDER 37 C.F.R. §1.132 



US. Patent and Trademark Office 
P.O. Box 2327 
Arlington, VA 22202 

Dear Sir: 



I, STEVEN A. GOLDMAN, pursuant to 37 C J.R. § U3 2, declare- 
1. I received B.A. degrees in Biology and Psychology 'iron, , he 
Untversuy o Pennsylvania in ,978. a Ph.D. degree in Neurobiology from Roller 
Uurvers^n 1983.andanM.D. degree from Cornel, University Medical College in ,984 

r„„ 2 \ ' * Pr0fKS0 ' ° fNeurol0 »' Nescience at Weill Medical 

College of Cornell University, as well as the Nathan Oanrning, Professor 0 f Neurology a, 
Cornell, and an Attending Neurologist at New York Presbyterian Hospital. 

3. I am a named inventor of the above patent application. 

„,„„■ , Mteri ^ mmyaW =^'Wncation,mylal K ratoryI 1 a S fo m d 
that vtra, overexpression of brain-derived nevno to phic iactor fBUNP, in fte normal adul, 
mammal^, ventricular system induces the generation of new neurons ftom the progenitor 

bulb p™jy, but a large cohort invades the neoshiamm as well, whercin ftey integrate I 
new neurons. These cells adopt a DARPP32/ GABAergiCcalHW phenorype 
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— P^pc los, „ Huotington-s DisMSC> r „ 
induced generation of this cell type could slow or revere disease progression. 

5. My^tsar.dlteMedttestratog^forttearmentofHunting.oa's 
Dtsease tn a rr^genic mc , el of Huntington's Disease known as the R6V2 mouse L 

<■» ht gene (Mangtanni c, a>. Cell 87:493-506 (1996)). Tie rautan , mouse deve.ops 
.creasy « beginning by M w5eks rf ^ ^ £ 
~-r inclusions, and „ dies by 12 - 14 weeks of age . rhese ^ 
~ rarge, for eeu-oased therapeutic ^ , ^ „ ^ 

«. To test the feasibility „f ^ ng M contetaj 

cod-og seauence ("AdBDNF") to induce striata, neurogenesis » treat Hunting KseaS5 
,„ my ^ wori£mg mda my ^ ^ m ' 

-Hu.n^nmu^^nncc^in.no^wild.^mice. He results are described 

^ 7. The huntingtin mutant R6/2 mouse brain continued to harbor 
c^t neurons, progenitor ceUs which can give rise to striata, neurons in response to 
AdBDNF mfectoon of the ventricu,ar .no. We determined tha, >H„ new medal spiny 
ue«ronsW/2-3 weeks, „ by exfrapolaSon 2 , 40M ,c40W /y ear, may be induced! 

response to AdBDNF. 

40 0m, !' 3 nonnal wild-type mouse neostriatum harbors approximately 

ZZ bTT Agaimt ^ tab * fa ^ - ° f *° - — - 

gen«,c background lose >10% of thei, sWaa, neurons by 8 weeks of age, and »5% by 12 
weeks (ouantification of mese figures in the , 2 week Agonic mouse is ongoing H 

express. vector, a majority of me lost sttafcl neuronal population may be regenerated in 
response to BDNF, on an annual basis. Moreover, 1 anticipate that wLn used I 

Z Tn, TT *" ~ M ° f •** «« *• ^ 

bnun more rap,dl, man they are lost to the underlying disease process. 
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retto^dt 9 '- ^^^^'^^^'^tlb^** 

retrograde tracer into the globus nallidus wh.vv, ;« *, 

8 P lldUS ' Which 18 to nor ^al target of neostriatal medium 

Bcelihood 0, «* • "* ° f """^ 1 Whw is * ««— «• 

JMtod th* tite _ m „ w mediml ^ ^ regwtrated fa 

*~ he sufficient to yield a deceleration of the disease ^ „ ^ ^ , 
dun n^ m orb,dny and/or m oral„y. ftoof rf ^ fa 

-4 I am optastic „„, ^ ^ wi „ ^ ^ h eito 

■W course, or ofterwise ^ ^ ^ ^ ^ ^ ^ 

12. ^^^IbeUevethattedemomMonofftemduciMitvof 
-oogenous neural ^ ^ „ ^ a coiBeptai ^ 7 

neurotrophins besides BDNF, as well as gene delivery of such other neurotrophins, to 

"IT progenitor ce,ls of 1116 Mt ^ for *■ ° f — « 

neural « ^ lost to ^ „ ^ ^ ^ b 

£~-%r heen ^ by Nakatomj e , ^ ^ , whjch 

^FOF^beusedtoinduce^p^o^^^^^^^J 

,3 ' . "^^^^'^temerts made he^inofmy own knowledge 
that aU statements n.ade on information md Mef „ ^.^^ 

™ ^ ^ ^ " ^ *" 01 M » to S «*°" '"CI of 

Me 8 of *. Unrted 8- Code, and tha, such willful false statement ^ jtt(aifc „ 
vahdnyofthe application or any patent issuing thereon. 



Dale: /«. -ff~<)L 




